Recent developments in imaging technology, radiotherapeutic approaches, biological target therapy, and increased use of minimally invasive surgery have drastically changed the paradigm for management of women with cervical cancer. Until now, the International Federation of Gynecology and Obstetrics (FIGO) staging system was based primarily on clinical examination with limited additional diagnostic procedures allowed by the FIGO staging system. In 2018, the prior 2014 FIGO staging system was revised to incorporate imaging and pathological findings, when available, into the new staging system ([Table 1](#T1){ref-type="table"}) \[[@B1]\]. Multidisciplinary perspectives on newly revised 2018 FIGO staging of cancer of the cervix uteri are discussed by gynecologic oncologists, radiation oncologists, radiologists, pathologists, and epidemiologists in this manuscript ([Table 2](#T2){ref-type="table"}).

GYNECOLOGIC ONCOLOGISTS\' PERSPECTIVES: FOR WHOM THIS PLATFORM IS?
==================================================================

One of the major changes from the prior FIGO staging system is that the updated staging system now includes 3 subgroups for stage IB disease rather than 2. In the former system, stage IB disease was defined as (1) clinically and macroscopically visible lesions limited to the uterine cervix, or (2) microscopic lesions greater in size than stage IA disease. Tumors measuring less than or equal to 4 cm were classified as stage IB1, while those greater than 4 cm were classified as stage IB2. In the revised system, substages for stage IB disease increase every 2 cm increments in tumor size: stage IB1 (\<2 cm), stage IB2 disease (2 cm to \<4 cm), and stage IB3 (≥4 cm). Previously designated stage IB1 disease is now further subdivided into 2 groups in the new staging system. Notably, tumor size of \>4 cm was staged as IB2 in the former system, and tumor size ≥4 cm is stage IB3 in the updated system.

Based upon a recent validation analyses of Matsuo et al. \[[@B2]\] using the National Cancer Institute\'s Surveillance, Epidemiology, and End Results (SEER) program between 1988--2014, the revised FIGO staging system for cervical cancer is useful to distinguish survival groups. Applying the new system, stage IB1 and stage IB2 disease have distinct characteristics and outcomes, e.g., stage IB1 disease is more likely to be low-grade, and have adenocarcinoma histology, whereas stage IB2 disease is more likely to be high-grade and have squamous histology. Patients with stage IB2 disease are more likely to undergo pelvic lymphadenectomy and radical hysterectomy, while women with stage IB1 disease are less likely to have received postoperative radiotherapy. Additionally, patients with stage IB2 disease have a nearly 2-fold increased risk of cervical cancer death compared to those with stage IB1 disease. Based on this new classification, risk-stratification will be very useful when applied to the treatment algorithm for tumors less than 4 cm.

There are several key clinical implications of the FIGO 2018 staging. Fertility-sparing trachelectomy is an acceptable operation for stage IB1 disease, but not stage for IB2 disease as per the National Comprehensive Cancer Network guidelines \[[@B3]\]. Minimally-invasive radical hysterectomy is associated with poorer survival compared to the laparotomy approach in stage IB1--IB2 disease, although stage IB3 disease with tumor size larger than 4 cm was not examined in their studies \[[@B4][@B5]\]. Subanalyses of their study indicate that stage IB1 disease may not have inferior survival with a minimally-invasive approach.

It will be essential to avoid miscommunication between care providers when applying the new staging system, particularly when referring to stage IB2 disease (\>4 cm in the 2014 system vs. 2 to \<4 cm in the 2018 system). Until the new FIGO staging criteria are widely recognized, it would be useful to specify tumor size when reporting the FIGO stage (e.g., stage IB2, 2 cm or IB3, 4 cm).

Another major change in the current staging system is incorporation of lymph node (LN) status into stage III disease. Patients who have documented pelvic and/or para-aortic LN metastasis are specifically designated as stage IIIC. Under the revised system, radiographic and/or histological findings are allowed to assign stage IIIC disease. Stage IIIC1 is designated when only pelvic LN metastasis is detected, while stage IIIC2 is designated when para-aortic LN metastasis is documented by either method. Matsuo et al. \[[@B2]\] performed a validation analysis of this new system for classification of stage III disease by utilization of the SEER database. In stage III disease, survival of women with stage IIIC1 disease is greater for those patients with stage IIIA or stage IIIB disease. The analysis showed 5-year cervical cancer-specific survival rates of 46.0% for stage IIIA disease, 42.6% for stage IIIB disease, and 62.1% for stage IIIC1 disease. It is essential to note that stage IIIC1 disease reflects a heterogeneous group of tumors with a wide range of survivals based on local tumor factors: 5-year cervical cancer-specific survival rates were 74.8% for T1, 58.7% for T2, and 39.3% for T3 with a 35.3% difference in absolute survival. Stage IIIC1 cervical cancer is not a single disease entity, and local tumor factors remain the primary determinant of survival. Nishio et al. \[[@B6]\] showed that the prognosis of women with cervical cancer with extra-pelvic metastasis varies based on metastatic sites outside of the pelvis. Specifically, outcomes for metastatic cervical cancer solely in the para-aortic LNs are superior when compared to cervical cancer metastasized to other extra-pelvic sites. This implies the necessity of distinguishing para-aortic LN metastasis from other metastasis, which is reflected in the 2018 staging system.

1. Treatment approach {#sec1}
---------------------

The addition of a new category in stage IB disease will improve triaging patients between surgery and radiotherapy. Patients with large stage IB tumors are best managed with chemoradiotherapy, and dual-modality therapy is discouraged in patients with cervical cancer \[[@B1]\]. In a trial by Landoni et al. \[[@B7]\] dual modality therapy was required in 54% of patients who had tumors [\<]{.ul}4 cm, and 84% of those with tumors \>4 cm. This was associated with greater morbidity resulted compared with surgery or radiotherapy alone \[[@B7]\]. Patients with positive para-aortic nodes are typically managed with concurrent chemoradiotherapy, and these patients would be staged as stage IIIC2 in the new system. One study demonstrates greater than 35% disease-specific survival in this population \[[@B8]\]. Some patients with supraclavicular-only LN metastasis have been shown to achieve long-term disease-free survival. Recent data indicate that some patients who receive external beam radiotherapy and chemotherapy for limited oligo-metastatic disease may also have a prolonged disease-free survival \[[@B9]\].

RADIOLOGISTS\' PERSPECTIVES: ADVANCED IMAGING ACQUIRES REPRESENTATION
=====================================================================

Prior versions of the FIGO staging system that preceded the current one has included imaging exams: radiographs of the chest and skeleton, intravenous urography and barium enema \[[@B10]\]. These modality choices reflected the demographic reality that nearly 85% of invasive cervical cancer is diagnosed in low resource settings, where advanced imaging techniques such as computed tomography (CT), magnetic resonance imaging (MRI) and positron emission tomography (PET)-CT are unavailable or financially out of reach. However, the former staging systems have been inaccurate, with understaging of 20%--40% of stages IB--IIIB cancers, and overstaging of up to 64% of IIIB cancers \[[@B11]\]. Moreover, the older systems did not account for LN metastases, an important prognostic factor and determinant in treatment planning \[[@B12]\]. Given these limitations, ^18^F-fluorodeoxyglucose (FDG) PET-CT that allows for noninvasive nodal assessment and pelvic MRI, that accurately depicts the primary tumor, have been readily adopted for cervical cancer management in regions of the world where these technologies are available \[[@B13][@B14]\]. This pretreatment imaging spares many women with locoregionally advanced cervical cancer the toxic combination of surgery followed by chemoradiotherapy, and instead triages them to one or the other curative and far less morbid treatment options \[[@B15]\]. The overall long-term quality of life for the patient is better and the cost is lower.

The new 2018 FIGO staging system for cervical cancer is notable because advanced imaging is now explicitly allowed to denote the stage \[[@B16]\]. For diagnosis of LN metastases, PET-CT is more sensitive than CT alone, especially for LNs in the para-aortic stations ([Table 3](#T3){ref-type="table"}) \[[@B17]\]. CT and MRI demonstrate comparable but lower sensitivities \[[@B18]\]. PET-CT can often detect metastasis in normal size LNs, because PET-CT images provide metabolic and anatomic information. Prognostically, a meta-analysis showed that positive pelvic and para-aortic LNs detected on FDG-PET were associated with higher risk of adverse events or death \[[@B19]\]. Nevertheless, CT and MRI represent reasonable choices when PET-CT is unavailable. Because the range of sensitivities for these imaging modalities is 40%--80%, improvements are still needed. However, the diagnostic performance is still sufficient to spare many women an unnecessary lymphadenectomy. Aside from nodal evaluation, PET-CT has the added advantage of whole-body staging. Unsuspected distant metastasis is detected with PET-CT in 14% of patients with locoregionally advanced cervical cancer (i.e., IB2 tumors, IIA tumors \>4 cm, IIB--IVA tumors) \[[@B20]\]. In these patients, subsequent therapy can be customized to be less toxic \[[@B21]\].

More accurate measurement of tumor size is another feature introduced in the 2018 staging system. An additional tumor size cut-off of less than 2 cm has been introduced with imaging and pathological measurements allowed for this assessment. MRI is recommended for measuring tumor size, as it is more accurate than CT or physical exam \[[@B22]\]. If MRI is unavailable, ultrasound (US) using an endovaginal probe is the alternative but lacks the field-of-view to evaluate for lymphadenopathy \[[@B23]\]. For the assessment of tumor extension into the parametria, MRI and US are similar in their accuracy. For the majority of women worldwide diagnosed with cervical cancer, advanced imaging is often unavailable; but for women in developed countries, whole body PET-CT and pelvic MRI will enable more accurate staging, permitting more tailored treatment that has the potential to be less morbid and more curative.

PATHOLOGISTS\' PERSPECTIVES
===========================

Cancer staging of uterine cervix has been based traditionally on clinical information, but the new staging officially adopts radiological and pathological findings to improve evidence-based decisions. Although omitting the horizontal dimension in stage IA is generally accepted, an issue that needs to be evaluated is the superficial spreading tumor with possibility of extension to upper vagina. While the new size criterion of 2 cm in greatest dimension divides previous IB1 tumor into 2 groups, the accurate measurement of tumor size may be challenging because sometimes it is unclear how much of the cervix is actually invasive disease, but this should improve by using pathological measurements when available \[[@B24]\]. Hopefully, the emphasis on the use of imaging to measure the tumor size will lead to improved radiological criteria.

EPIDEMIOLOGISTS\' PERSPECTIVES
==============================

In the modified staging system, the additional factors will greatly increase the digital and image data during diagnosis, treatment, and follow-up. When these data are used as factors or standard criteria for diagnosis and guidance for treatment, they need to be accurately analyzed and evaluated, which is essential for epidemiological study and statistical analysis. Because of the variegated levels of resources around the world, it is challenging to collect reliable data, especially in developing countries. Variables that can limit reliable data assessment include variations in image quality, economic and resource issues, storage issues, and the management and sharing of graphic and text information.

In order to better apply cancer epidemiology to the updated staging system, we recommend a prospective epidemiological study that systematically and comprehensively applies pooled national datasets, period analysis, and regional evaluation based on different countries and continents \[[@B25][@B26][@B27]\].

CONCLUSION
==========

The updated FIGO staging system for invasive cervical cancer incorporates imaging and pathological findings. Stage IB disease now includes 3 subgroups with substages every 2 cm increments in tumor size: stage IB1 (\<2 cm), stage IB2 disease (2 to \<4 cm), and stage IB3 (≥4 cm). The revised staging system incorporates LN status into stage III disease, allowing either radiographic or pathological findings of metastasis to the pelvic and/or para-aortic LNs to assign stage IIIC disease. Those patients with documented LN metastasis are designated as stage IIIC1 for patients who have pelvic LN metastasis only, and stage IIIC2 for those who have para-aortic LN metastasis. The hope is that these revisions will improve the accuracy of staging and this will be reflected a more refined understanding of prognostic groups, which will facilitate better treatment for women with invasive cervical cancer.
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###### FIGO staging of cancer of the cervix uteri (2018) \[[@B1]\]

![](jgo-30-e40-i001)

  Stage   Description                                                                                                                                                                                                                                                                                                                     
  ------- ------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------ ------------------------------------------------------------------------------------------------------------------------ --------------------------------------------------------------------------------------
  I       The carcinoma is strictly confined to the cervix (extension to the uterine corpus should be disregarded)                                                                                                                                                                                                                        
          IA                                                                                                                                                                                                     Invasive carcinoma that can be diagnosed only by microscopy, with maximum depth of invasion \<5 mm^\*^                   
                                                                                                                                                                                                                 IA1                                                                                                                      Measured stromal invasion \<3 mm in depth
                                                                                                                                                                                                                 IA2                                                                                                                      Measured stromal invasion ≥3 mm and \<5 mm in depth
          IB                                                                                                                                                                                                     Invasive carcinoma with measured deepest invasion ≥5 mm (greater than stage IA), lesion limited to the cervix uteri^†^   
                                                                                                                                                                                                                 IB1                                                                                                                      Invasive carcinoma ≥5 mm depth of stromal invasion, and \<2 cm in greatest dimension
                                                                                                                                                                                                                 IB2                                                                                                                      Invasive carcinoma ≥2 cm and \<4 cm in greatest dimension
                                                                                                                                                                                                                 IB3                                                                                                                      Invasive carcinoma ≥4 cm in greatest dimension
  II      The carcinoma invades beyond the uterus, but has not extended onto the lower third of the vagina or to the pelvic wall                                                                                                                                                                                                          
          IIA                                                                                                                                                                                                    Involvement limited to the upper two-thirds of the vagina without parametrial involvement                                
                                                                                                                                                                                                                 IIA1                                                                                                                     Invasive carcinoma \<4 cm in greatest dimension
                                                                                                                                                                                                                 IIA2                                                                                                                     Invasive carcinoma ≥4 cm in greatest dimension
          IIB                                                                                                                                                                                                    With parametrial involvement but not up to the pelvic wall                                                               
  III     The carcinoma involves the lower third of the vagina and/or extends to the pelvic wall and/or causes hydronephrosis or nonfunctioning kidney and/or involves pelvic and/or para-aortic LNs^‡^                                                                                                                                   
          IIIA                                                                                                                                                                                                   The carcinoma involves the lower third of the vagina, with no extension to the pelvic wall                               
          IIIB                                                                                                                                                                                                   Extension to the pelvic wall and/or hydronephrosis or nonfunctioning kidney (unless known to be due to another cause)    
          IIIC                                                                                                                                                                                                   Involvement of pelvic and/or para-aortic LNs, irrespective of tumor size and extent (with r and p notations)^‡^          
                                                                                                                                                                                                                 IIIC1                                                                                                                    Pelvic LN metastasis only
                                                                                                                                                                                                                 IIIC2                                                                                                                    Para-aortic LN metastasis
  IV      The carcinoma has extended beyond the true pelvis or has involved (biopsy proven) the mucosa of the bladder or rectum. (a bullous edema, as such, does not permit a case to be allotted to stage IV)                                                                                                                            
          IVA                                                                                                                                                                                                    Spread to adjacent pelvic organs                                                                                         
          IVB                                                                                                                                                                                                    Spread to distant organs                                                                                                 

When in doubt, the lower staging should be assigned.

FIGO, International Federation of Gynecology and Obstetrics; LN, lymph node.

\*Imaging and pathology can be used, where available, to supplement clinical findings with respect to tumor size and extent, in all stages; ^†^The involvement of vascular/lymphatic spaces does not change the staging. The lateral extent of the lesion is no longer considered; ^‡^Adding notation of r (imaging) and p (pathology) to indicate the findings that are used to allocate the case to stage IIIC. Example: If imaging indicates pelvic LN metastasis, the stage allocation would be stage IIIC1r, and if confirmed by pathologic findings, it would be stage IIIC1p. The type of imaging modality or pathology technique used should always be documented.

###### Brief summary of every standpoint on the revised FIGO 2018 stage of cervical cancer

![](jgo-30-e40-i002)

  Area of field                                                                                                                                                                                  Description
  ---------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------- ------------------------------------------------------------------------------------------------------------------------------------------------------------------------
  Gynecologic oncologists                                                                                                                                                                        Distinct characteristics and outcomes of each substage IB1 (\<2 cm) and IB2 (2 to \<4 cm) justify 2018 staging revision.
  Prognostic value of LN metastasis, with considering metastasis at para-aortic nodes (IIIC2) separate from pelvic node only (IIIC1) and extrapelvic distant metastasis (IV), is incorporated.   
  Stage IIIC disease is a heterogeneous entity, and local tumor factors remain the primary determinant of survival.                                                                              
  Radiation oncologists                                                                                                                                                                          Breaking previous stage IB into 3, not 2, by size criteria and introducing new category of stage IIIC will improve triaging patients between surgery and radiotherapy.
  Radiologists                                                                                                                                                                                   MRI is recommended for measuring tumor size more accurately than CT or physical examination, but still controversial for evaluating parametrial involvement.
  PET-CT is allowed to denote the stage with expected advantage of detecting para-aortic LN metastasis and whole-body staging.                                                                   
  Pathologists                                                                                                                                                                                   Omission of horizontal dimension in stage IA might result in neglecting superficial spreading tumor with possibility of extension to upper vagina.
  Epidemiologists                                                                                                                                                                                Epidemiological study of the revised staging system with applying pooled national dataset is required to have the correct and valuable judgment and guidance.

CT, computed tomography; FIGO, International Federation of Gynecology and Obstetrics; LN, lymph node; MRI, magnetic resonance imaging; PET, positron emission tomography.

###### PET-CT compared to CT for the detection of LN metastases in cervical cancer

![](jgo-30-e40-i003)

  Diagnostic performance   PET-CT        CT                      p-value                 
  ------------------------ ------------- ----------------------- ----------------------- -------
  Abdomen                                                                                
                           Sensitivity   0.50 (CI, 0.44--0.56)   0.42 (CI, 0.36--0.48)   0.052
  0.45--0.55               0.33--0.48                                                    
                           Specificity   0.85 (CI, 0.80--0.89)   0.89 (CI, 0.84--0.92)   0.210
  0.75--0.90               0.832--0.95                                                   
  Pelvis                                                                                 
                           Sensitivity   0.83 (CI, 0.78--0.87)   0.79 (CI, 0.73--0.83)   0.150
  0.65--0.90               0.71--0.84                                                    
                           Specificity   0.63 (CI, 0.54--0.70)   0.62 (CI, 0.53--0.69)   0.830
  0.54--0.73               0.38--0.73                                                    

Adapted and modified from Atri et al. \[[@B17]\]

CI, confidence interval; CT, computed tomography; LN, lymph node; PET, positron emission tomography.
